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AIMS: Resistance arteries have a key role in the control of local blood flow and
pressure, and chronic increases in blood flow induce endothelium-dependent
outward hypertrophic remodelling. The incidence of metabolic syndrome increases
with age, and the combination of these two risk factors impairs endothelium
integrity, in part through an inflammatory process. We hypothesized that
cyclooxygenase-2 (COX2) would affect remodelling in 12-month-old obese rats
compared with young rats.
METHODS AND RESULTS: Mesenteric arteries of obese and lean Zucker rats were
alternatively ligated to generate high flow (HF) in the median artery. After 21 days,
arteries were isolated for in vitro analysis. After 21 days, outward hypertrophic
remodelling occurred in HF arteries in obese (498 +/- 20 vs. 443 +/- 18 mum
intraluminal diameter in normal flow (NF) arteries, P < 0.01), but not in lean rats
(454 +/- 17 vs. 432 +/- 14, NS; n = 12 per group). Endothelium-dependent
(acetylcholine)-mediated relaxation (AMR) was lower in obese than in lean rats.
AMR was reduced by NO-synthase blockade in all groups, and eNOS expression
was higher in HF than in NF arteries without difference between lean and obese
rats. Indomethacin further reduced AMR in HF arteries from obese rats only.
Obesity increased COX2 immunostaining in mesenteric arteries. Acute COX2
inhibition (NS398) significantly reduced AMR in HF arteries from obese rats only,
suggesting production of vasodilator prostanoid(s). In obese rats chronically treated
with the COX2 inhibitor celecoxib, outward remodelling did not occur in HF
arteries and AMR was improved without reaching the level found in lean rats.
CONCLUSION: COX2 preserved in part flow-mediated arterial remodelling in old
obese rats. Nevertheless, this effect was not sufficient to keep endothelium-
dependent relaxation to the level obtained in lean rats.
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